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AB Title compds. I [wherein Rl = (CRaRb)nX; R2 = H; R3 = CONRhRi , 
C02Rd, or (un) substituted alkyl; R4 = NH2, CONRhRi, heteroaryl, 
alkenyl, C02Rd, N=CPh2, C(NOH)NH2, C(NH)NH2, or (un) substituted 
alkyl; R5 = C02Rj or (un) substituted alkyl or alkenyl; Q = 

(un) substituted benzimidazolyl, benzotr iazolyl , imidazopyridinyl , 
quinolinyl, quinazolinyl , benzyloxy, etc.; X = H or 

(un) substituted alkyl; Ra and Rb = independently H or (halo) alkyl; 
Rd = alkyl; Rh and Ri = independently H or alkyl; Rj = H or alkyl; 
n = 1-6; and pharmaceutical^ acceptable salts thereof] were 
prepared as antiviral compds. More particularly, the invention 
provides 2- (heterocyclylmethyl) benzimidazole derivs. for the 



treatment of respiratory syncytial virus (RSV) infection. For 
example, 1-isopropyl-l , 3-dihydrobenzimidazol-2-one was coupled 
with 2-chloromethyl-l- ( 3-methylbutyl ) -lH-benzimidazole-5- 
carbonitrile in the presence of Cs2C03 in DMF to give II (95%) . 
Disclosed compds . protected HEp-2 cells from RSV-induced 
cytopathic effects with EC50 values between 50 uM and 0.001 uM, 
compared to an EC50 of 3 JJ.M for ribavirin. I also displayed 
antiviral activity by reducing viral protein expression in HEp-2 
cells with EC50 values between 50 uM and 0.001 uM, compared to an 
EC50 value of 3 uM for ribavirin. Thus, I and compns. comprising 
I are useful for the treatment of RSV infections. 
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Title compds. [I; al:a2a3:a4 = (substituted) CH:CHCH:CH, 
N:CHCH:CH, CH:NCH:CH; CH:CHN:CH, CH:CHCH:N; Q = R2R4NAX1, 
R2R4NCOAX1 , specified (substituted) (hetero) cycles; A= 
(substituted) alkylene; XI = imino, S, SO, S02, 0, CH2, CO, 
CH(OH), etc.; Rl = (substituted) bicyclic heterocycle; G = bond, 
(substituted) alkylene; R2 = H, CHO, alkylcarbonyl , pyrrolidinyl , 
piperidinyl, homopiperidinyl, etc.; R4 = H, alkyl, aralkyl], were 
prepared Thus, 1- [ 4- [ [ 1- ( 2-quinolylmethyl ) -lH-benzimidazol-2- 
yl] amino]- 1 -piperidinyl ] -3-methyl-2-butanone was hydrogenated 
with PhCH2NH2 in MeOH over Pd/C to give N- [ 1- ( 2-amino-3- 
methylbutyl ) -4-piperidinyl ] -1- (2- quinolylmethyl ) -IH-benzimidazol- 
2-amine and N- [ 1- ( 2-amino-3-methylbutyl ) -4-piperidinyl ] -1- 
[ (1,2,3, 4-tetrahydro-2- quinolyl ) methyl ] -lH-benzimidazol-2 -amine 
tetrahydrochloride . Tested I inhibited respiratory syncytial 
replication with IC50 = 0.0004-1.5849 |iM. 
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AB The title compds . [I; W = 0, S; Rl = (CR'R'')nX; X = H, alkyl, 

cycloalkyl, etc.; n = 2-6; R2 = H, alkyl, cycloalkyl, etc.; R3-R6 
= H, halo, alkyl, etc.; A, B, E, D = CH, CQ, N, NO; provided at 
least one of A, B, E or D is not CH or CQ; Q = halo, alkyl, alkyl 
substituted with 1-3 halogen atoms; R', R' 1 = H, alkyl, 
cycloalkyl, etc.], useful in the treatment of viral infections, 
more particularly, for the treatment of respiratory syncytial 
virus infection, were prepared Thus, reacting I [W = 0; Rl = 
(CH2)3NH2; R2 = cyclopropyl; R3-R6 = H; E = N; A, B, D = CH] 
(preparation given) with N-chloroacetylurethane in the presence of 
Na2C03 in MeCN afforded 39% II.TFA. The compds. I showed 
antiviral activity against RSV with EC50's between 50 uM and 0.001 
uM vs. Ribavirin with an EC50 of 3 uM. 
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TI A phase 1 study of the cholecystokinin (CCK) B antagonist L- 

365,260 in 

human subjects taking morphine for intractable non-cancer pain 
AB To investigate the safety and tolerability of L-365,260 in human 
subjects taking morphine for intractable pain. An open label 
study of nine adult subjects. Two doses of L-365,260 were 
administered to all subjects separated by a 4 h interval (three 
received 10 mg, three 30 mg and three 60 mg) . Hemodynamic and 
respiratory variables were recorded from immediately prior to 
first drug administration to T+600 min. In addition, continuous 
ECG monitoring and serial 12 lead ECGs were recorded along with 
pain and side effect measurements. No major side effects were 
observed L-365,260 was well tolerated. No abnormalities in blood 
pressure, heart rate, .respiratory rate or ECG measurements were 



recorded. Minor side effects were observed L-365,260 can be 
safely administered at the doses investigated to human subjects 
receiving morphine for intractable pain. 
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TI Inhibitors of interleukin-1)} converting enzyme 



CH2CONHY 



AB The present invention relates to novel classes of compds . I [RC:CR 
is an optionally substituted aryl or heteroaryl ring; Rl = aryl, 
heteroaryl, alkylaryl, alkylheteroaryl ; R2 = bond, CO, COCO, S02, 
OCO, NHCO, NHS02, NHCOCO, CH:CHCO, OCH2CO, NHCH2CO, etc.; R3 = 
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GI 




A number of aromatic mono- and bis-amidines I (R = H or C(NH)NH2, 
X = alkane-1 , co-diyl or 2-hydroxybutane-l , 4-diyl ) , II (n = 1 or 2), 
and III (X = CH or N; XI = 0, NH, NMe, or NCH2C6H4C (NH) NH2-4 ) 
capable of blocking cell fusion induced by respiratory syncytial 
(RS) virus are described. I (R = H, X = hexane-1 , 6-diyl or 
octane-1 , 8-diyl ) were synthesized. The most powerful of the 
compds . , II [74733-75-8] (n = 1), completely suppressed syncytium 
formation at a concentration of 1 fiM. Inhibition occurs in RS 
virus-infected Hep-2 cells as well as CV-1 cells. II (n = 1) also 
caused a significant retardation of RS virus penetration, but did 
not interfere with adsorption. Addition of the amidines after the 
penetration of RS virus does not affect single cycle yields. 
Structure-activity relations are discussed. The compds. may be 
used in the prophylactic control of RS virus in man. 
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